Background: Recent studies on pharmacoresponsive epilepsies demonstrate specific memory, executive functions (EF), and psychosocial deficits in this group. These deficits are often undertreated, and little is known about the neuropsychological factors that may support moderation of the deficits through intervention. The aim of this study was to explore the effects of a structured cognitive behavioral group intervention on both memory and emotional domains and to evaluate the factors influencing its efficacy.
inTrODUcTiOn Epilepsy, a group of disorders characterized by disturbances in electrical signaling in the brain, is quite common in the general population (1, 2) . According to the International League Against Epilepsy (ILAE) Commission on classification and terminology (3), one-third of all patients with epilepsy suffer from genetically determined epilepsies, such as childhood absence epilepsy, or epilepsies from unknown cause, such as self-limited rolandic epilepsy (3) . These epilepsies, formerly known as "idiopathic" epilepsy, often affect children and usually respond to antiepileptic drugs (AEDs). In our study, we focused on pharmacoresponsive epilepsies of childhood that are genetically determined or from an unknown cause (3) . Pharmacoresponsive epilepsies of childhood often spontaneously remit during predictable age ranges and are often thought to be unaccompanied by other consequences or disabilities (4) . Recently, studies noted a variety of subtle cognitive and behavioral disorders associated with these epilepsies (3, 5) . More specifically, discrete memory dysfunction and executive functions (EF) deficits were found in children with pharmacoresponsive epilepsies (5) (6) (7) (8) (9) .
Memory and EF are crucial for learning in children (10) . The specific neuropsychological profile includes short-term memory deficits (STM; auditory, verbal, and visual), working memory (WM), and auditory verbal long-term memory (LTM) deficits with preserved long-term visual memory skills (5, 7, 9, 11, 12) . The cluster of deficits points to a modality issue, underscoring a particular sensitivity in coding and memorizing auditory verbal material as compared with non-verbal or visual stimuli (5, 8, 11, 13) .
Although the causes of memory impairments in patients with epilepsy have not been completely elucidated, several factors are considered to be involved. Basic neurophysiological work suggests that seizures may modify, slow down, or accelerate processes that take place during development; processes that are essential for the intact formation and function of neural circuitry (14, 15) . The underlying etiology of epilepsy may cause memory impairments (16) . As such, these memory deficits also represent the epiphenomena of a dysfunctional cortex (17) .
The tight brain-behavior relationship is well reflected in cognitive functionals as well as on the effects of AEDs on the central nervous system. There are two main approaches for treating epilepsy pharmacologically. The first, by using monotherapy; the second, by using polytherapy.
Some AEDs have a side effect on cognitive function, with polytherapy resulting in more cognitive side effects than in monotherapy (18, 19) . In addition, EF that play significant roles in memory functions (20, 21) and in memory rehabilitation (12) frequently demonstrate deficits in pharmacoresponsive epilepsies (especially absence and self-limited epilepsy of childhood) (12, 21, 22) .
Executive function deficits include deficits in goal-directed activity, planning, and self-regulation of behavior (7, (23) (24) (25) (26) ; functions that are potentially linked to the child's ability to retrieve information from memory in manners relevant for their cognitive performance. EF role may be particularly relevant in children with pharmacoresponsive epilepsies, as EF has a protracted developmental course paralleling functional maturity of the frontal networks in late childhood (27) .
In this study, we explored the notion that there is a possible mediating role of EF and metacognitive abilities in supporting memory in middle childhood (28, 29) . The mediating role of EF may then be evident in the implementation of cognitive interventions that teach mental strategies and information updating techniques.
Until recently, research on the effectiveness of memory rehabilitation techniques on pediatric patients with known neurological involvement was scarce (30) (31) (32) . In the past 8 years, however, five reviews of cognitive interventions in children were conducted (12, (31) (32) (33) (34) , as well as one meta-analysis (35) , and one review on the applicability of cognitive rehabilitation for children with acquired brain injury (ABI) (36) .
These studies included relatively few studies specifically addressing memory deficits as the target for cognitive rehabilitation. It seems important to address this literature gap in view of the role of memory in school functioning (7, 37) ; by activating autobiographical memories (i.e., recalling personally experienced events) and enabling drawing inferences concerning the mental states of others (i.e., mentalization or theory of mind) (38) (39) (40) (41) . Also, these studies focused on a pediatric population with ABI. As far as we know, no memory rehabilitation for children with epilepsy was published yet (12) . Therefore, we thought that focusing on memory rehabilitation on this understudied population is important.
Although cognitive effects dominate the literature on childhood pharmacoresponsive epilepsies, there are also reports of selected social and behavioral outcomes in this population. Children with pharmacoresponsive epilepsies were found to have higher rates of depression, anxiety, lower self-esteem, psychosis, and behavioral problems than in the general population (42) (43) (44) . These data highlight the lower socioemotional functioning in children with pharmacoresponsive epilepsies in addition to their reported memory difficulties, possibly suggesting interrelations between these domains.
Recent research notes relationships between psychosocial symptoms and auditory verbal memory (AVM) in children with pharmacoresponsive epilepsies (5) , and between AVM and social symptoms in this group (45) . This relationship between psychosocial symptoms and AVM may suggest psychosocial functioning as a potential path that may moderate memory intervention in pharmacoresponsive epilepsies patients.
To best reach the target population, we developed a CBT protocol in a group format that provides a supportive social setting. Group interventions are thought of as an effective intervention, designed to provide exposure to coping/problem-solving skills, facilitate an environment with peer support, and help mitigate maladaptive strategies (46) . CBT interventions in populations with epilepsy have thus far focused on coping with stigma associated with the disorder (47); and improving the patient's sense of well-being (48) , yet studies with the aim of addressing memory deficits in addition to psychiatric deficits through intervention have not yet been conducted.
In our current research, we developed a brief 10 group session clinical training intervention (about 15 total child-training hours) that is designed to teach strategies that promote planning, metacognition, and organization along with elaborative encoding strategies to improve AVM in daily functioning, with an emphasis on self-monitoring and self-efficacy.
It is currently debated if memory itself can be improved as a result of practicing strategies; or rather CBT strategies influence mediating factors, such as supporting self-esteem, and training executive control. The main objective of the study was to examine whether an intervention will improve AVM, EF, self-coping, and self-efficacy in children with pharmacoresponsive epilepsy. In the current framework, we explored four hypothesized non-mutually exclusive effects that may account for the possible improvement in the most susceptible memory component in this group, the AVM (see 
MaTerials anD MeThODs

Participants
Children with pharmacoresponsive epilepsies were enrolled through the neurology departments at Sheba Hospital, Tel Hashomer Hospital, and Schneider Children's Hospital at the Rabin Medical Centre, Israel. Participants consisted of 60 children: 33 were diagnosed with pharmacoresponsive epilepsies (mean age M = 10.88, SD = 1.5; 51% females); 27 healthy control participants (mean age M = 10.18, SD = 1.4; 52% females). Inclusion was based on a clinical neurological review of patient's medical history, electroencephalography, and imaging data by the treating neurologists according to the ILAE criteria (3, 49) . Inclusion criteria for this group consisted of at least one unprovoked non-febrile seizure or status epilepticus in the past but no current seizures (i.e., balanced condition) for at least 1 year; pharmacoresponsive epilepsies that include genetically determined etiology and unknown etiology; self-limited rolandic epilepsy (n = 18), and genetic generalized epilepsies (n = 15) including absence epilepsy (n = 4). All children were fluent in their native language, Hebrew; with an estimated intelligence within normal limits (ESIQ > 79) based on the WISC-IV Block Design subtest (50); and attended mainstream schools.
Exclusion criteria included temporal epilepsy, structural epilepsy, metabolic epilepsy, comorbid neurological disorders other than ADHD (51), history of head injury, comorbid chronic illness (e.g., diabetes and asthma), major depression (51), psychosis, and prescribed use of topiramate and phenobarbital AEDs, which are known to compromise memory.
Overall, all the children that fulfilled the inclusion and exclusion criteria and committed to participate in a weekly clinical intervention at Bar-Ilan University were referred to the study by their neurologists. The referring neurologists were not aware of the specific objectives of this study or its hypotheses.
Six of the 39 referred children were excluded, four because of low intelligence and two because of the presence of more severe epilepsy (e.g., temporal lobe epilepsy or Lennox-Gastaut syndrome). Also, six children were removed from the study as they did not show up for the post-intervention assessment. Participants were divided randomly into groups. Overall, there were three groups for children of age 9-11 and three groups for children of age 12-14. Comparisons between these participants and healthy participants showed that their baseline memory and psychosocial performance were comparable [memory function (T31 = −0.398, p = N.S.); self-efficacy (T31 = −1.766, p = N.S.)]. The demographics, seizure characteristics, and medication profiles of the participants are summarized in Table 1 .
The control participants (27 children; 14 females and 13 males), matched for age and sex to the experimental group, were randomly recruited from mainstream public schools in the same (central) district of Israel via word-of-mouth (snowball recruitment) and were exposed to the same educational curriculum as the experimental group. Past medical history, as reported by their parents, was non-remarkable. The same inclusion criteria that applied to the epilepsy group were also used for this group with regard to age, intelligence, reported head injuries, schooling, psychiatric involvement, and medication.
The study was approved by the Institutional Review Boards of the participating medical centers: Sheba Hospital, Tel Hashomer (7738-10-SMC); Schneider Children's Medical Centre, Petach Tikva (TLV-0282-11), and Bar-Ilan University, Israel, in accordance with the guidelines of the Helsinki Declaration. Written informed consent was obtained from all parents, and oral consent was obtained from the participants before participating in the intervention.
intervention Design
The complete intervention program for the pharmacoresponsive epilepsies group consisted of two 5-week modules: a Memory Skills Training module and a Psychosocial Training Module (52) . Efficacy was tested using two sessions with comparable, yet not identical items, to limit exposure effects ( Table 2 ). The pre-training assessment provided baseline measures, and the second assessment occurred after training was completed. The intervention sessions were administered to groups of 4-6 participants that were carefully matched for age and genders. "Homework" task completion was monitored between sessions, employing parental mediation via emails, to maximize efficacy and ensure comparability. Further details concerning the intervention were recently published (52) .
Procedure for Healthy Controls
Control participants were tested individually at the lab in one 120 min session, with breaks as required. Developmental histories were gathered via parental interviews during separate sessions.
Memory Training
The Memory Training Intervention module focused on learning strategies and techniques to improve organizational and memory skills, such as chunking and mnemonic methods (62), selfawareness of individual memory slips, categorization, story making, visual imagery, and association (62, 63) . The module is based on recent work in memory rehabilitation of children (64) (65) (66) and adults (67) . Strategies, such as smartphone reminders and learning the importance of routines and habits, are practiced and encouraged as well (68, 69) . For a description of the intervention, detailed in Schaeffer and Geva (52) .
Psychosocial Support Setting
This module concentrates on several core issues in children with pharmacoresponsive epilepsies, including personal feelings associated with epilepsy, self-efficacy beliefs, coping strategies, and optimism regarding future challenges (46) . The module is based on recent psychosocial interventions for children with learning disorders (70) , epilepsy (46) , depression (71, 72) , and adults with normal aging (73) . The Psychosocial Training Module introduces coping strategies in a similar way as other coping intervention models (74) . Each coping dimension (belief, affect, social, imagination, cognition, and physiology) was introduced and practiced along with additional strategies that were incorporated from classic CBT protocols (71, 75) designed to expand the participants' sense of self-efficacy.
Pre-and Post-neuropsychological evaluations
Comparable extensive age-appropriate assessment batteries were used. The batteries included standardized tests of STM, LTM, and WM, as well as tests for emotional and social problems, to explore baseline and intervention outcome on tasks and stimuli. Careful attention was given to test the trained capacities yet avoid testing items that were directly tested initially or practiced in the intervention sessions. Two comparable versions of verbal STM and LTM neuropsychological tests and Children's Self-Control (CSC) scale (76) were used to limit practice effects and task familiarity. Clinical neuropsychological instruments are summarized in Table 2 .
Four research assistants participated in the study to ensure a blind research paradigm by independent assignment of random identification codes, conducting evaluations of participants with the standard methods and checking scoring test results to limit errors. About a month passed between baseline assessment and initiation of the intervention protocol. Posttreatment assessments took place within 1-2 weeks from the end of the last group session.
statistical approach
Memory Outcome Analysis
To examine the hypothesis that intervention will affect AVM more than visual memory, average verbal and visual memory scores were computed and included in an ANOVA with repeated measures, analyzing memory score as a function of modality (auditory versus visual memory) and intervention (baseline versus post-intervention assessment). To explore effects on the three attention networks, a 2 × 3 repeated measures ANOVA was computed comparing individual memory system scores (STM, WM, and LTM) as a function of intervention.
To investigate the frequency of treated patients with normalized performance before and after the intervention, two chi-square analyses were conducted, testing the relation between typical versus deficient auditory verbal STM (using a cut-off of Z score <−1) and group (epilepsy versus healthy controls) at baseline and post-intervention. Odds ratios for risk were then computed.
Psychosocial Analysis
To examine the notion that intervention affects self-efficacy and optimism, two ANOVAs with repeated measures were performed, with intervention as a within-subjects factor and psychosocial subtest scores as dependent measures. Two chi-square tests were then conducted to measure propensity for deficits in these dimensions pre-and post-intervention, with Z score <−1 as the criterion for the existence of a deficit. Odds ratio for risk was calculated. In the next step, we examined the relationships between memory domains and psychosocial status at baseline (5) and at posttreatment. Differences in correlation strengths between the pharmacoresponsive epilepsies and control groups were explored using the Fisher Z coefficient (77, 78) .
Moderation Effects
To explore mediating roles of baseline EF (high/low determined by median split), optimism (high/low determined by median split), or self-efficacy score (high/low determined median split), in memory outcome, three ANOVAs with repeated measures were run, with EF, optimism and self-efficacy as the withinsubject variables and modality and intervention as dependent measures. Finally, to evaluate the role of the pharmacological profile (monotherapy versus polytherapy), all moderation analyses were calculated with the pharmacological profile as a covariate.
resUlTs
Memory Outcome
To test whether intervention affects AVM more than visual memory, an ANOVA with repeated measures was conducted comparing memory scores as a function of modality and intervention. such that both modalities improved after the intervention. No modality × intervention interaction was seen.
To deepen the exploration of proposed path a, we included STM, LTM, and WM scores in a repeated measures analysis, comparing memory systems pre-and post-intervention. Results showed a moderate effect for memory system [F(1, 26) = 8.713, p < 0.002, η 2 = 0.492] and a near significant interaction between memory system and intervention effect [F(1, 26) = 3.178, p = 0.06, η 2 = 0.261]. Hypothesis-driven post hoc examination highlighted a post-intervention improvement only in STM (p < 0.01) (Figure 2) . To explore the specificity of the effect, intelligence was included as a covariate in the above analysis. Results revealed preserved effects.
Memory Systems Interaction Effect
Chi-square analysis relating the frequency of normalized auditory AVM performance and group (epilepsy versus Controls) showed a difference in memory susceptibility at baseline [χ 
Psychosocial Outcome
Three repeated measures analyses comparing optimism, self-efficacy, and total psychosocial outcome scores pre-and post-intervention were conducted. Results indicate modest intervention effects for both optimism [YLOT (79) 
Self-Efficacy, Optimism, and Psychosocial Outcome
Chi-square analyses comparing propensity for deficits in selfefficacy (high/low), optimism (high/low), and psychosocial outcome (high/low) were run at baseline and post-intervention. No significant differences were seen between pre-and posttesting for the children in the epilepsy group, though the number of children who scored within normal range did increase after intervention [e.g., 17 children (51%) reached normal range for self-efficacy compared to 13 (39%) at baseline assessment, NS].
Before testing each one of the moderation paths, we first examined whether participants with epilepsy had lower EF, selfefficacy, and optimism at baseline in comparison with healthy controls. Results showed group EF differences [F(1, 58) = −24.195, p < 0.000], demonstrating lower EF in children with epilepsy (M = −1.237, SD = 1.01) as compared to controls (M = −0.0039, SD = 0.979). No differences were seen for self-efficacy or optimism.
EF Moderation Effect
To further explore the EF moderation hypothesis, an ANOVA with repeated measures was conducted with modality scores as a function of high/low EF scores and intervention. , such that children with lower EF gained more from the intervention than those with higher EF particularly in verbal tasks. Finally, to explore the specificity of the EF moderation effect, intelligence was included as a covariate in the above analysis. Results revealed preserved effects.
Emotional Moderation Effect
To examine emotional moderation of memory outcome as a function of optimism or self-efficacy scores, comparable analyses as performed with psychosocial tests were used. Results for both showed modest to moderate effects on the affected auditory memory, as compared with the relatively preserved visual memory [optimism: F(1, 26) = 7.064, p < 0.05. Finally, to explore the specificity of the emotional moderation effect, intelligence was included as a covariate in the above analysis. Results revealed preserved effects. 
Pharmacological Moderation Effect
Relationships between AVM and Psychosocial Outcome Posttreatment
A correlation matrix was constructed to examine relationships between AVM deficits and socioemotional status before and after treatment. Apparently the significant correlation between auditory verbal STM and total psychosocial functioning, which was found before treatment for the epilepsy group and not for the controls (5), was affected by the intervention and was now no longer significant ( Table 3 , r = −0.553, p < 0.21 for the epilepsy group; r = −0.132, p < 0.55 for the control group).
Similarly, correlations between auditory verbal LTM and total psychosocial functioning, which were significant before treatment only in the epilepsy group and not in the control group were no longer significant posttreatment (r = −0.447, p < 0.05 for the epilepsy group and r = −0.0.043, p < 0.856 for the control group). Further, relations previously seen in children with epilepsy between depression, anxiety, social problems, and immediate and delayed AVM were no longer significant after the intervention, except for a persistent relationship between immediate AVM and social problems ( Table 3 ).
DiscUssiOn
The current feasibility study aimed to examine the relevance of CBT rehabilitation program in a small heterogeneous group of children with pharmacoresponsive epilepsies. The study employed a small sample size and thus the results should be addressed with caution. Pending replication, the results support the notion that memory deficits and psychosocial symptoms in this population are sensitive to intervention. The focus of the current feasibility study was to suggest a new group CBT treatment for children with epilepsy and to study potential moderators that may play roles in neuropsychological performance and psychosocial symptoms in this understudied population.
Results indicate improvements in both auditory and visual memory domains, with greater gains in the auditory verbal domain. This AVM improvement was mostly evident in shortterm memory tasks than in LTM functions. Also, improvements in psychosocial symptoms and total social performance were also noted. Indeed, recent studies have suggested that psychosocial status should be assessed and treated in this population in addition to AVM (5) .
In this study, using a new CBT intervention that included 10 structured group sessions seemed to support improvement in optimism and self-efficacy; even though these findings were not found to play a role memory improvement itself. The intervention seemed to show the sensitivity of both memory and psychosocial dimensions to intervention, possibly suggesting the usefulness of intervention to grant a higher sense of wellbeing to children with pharmacoresponsive epilepsies. The psychosocial and memory improvement may result from the direct intervention as well as from the facilitation of carryover between sessions that included electronic communication (via emails and SMS) between participants, their parent, and the group leader (80) . The results add important support to the view that addressing psychosocial factors in children with epilepsy may be beneficial in supporting their sense of control and well-being.
As memory issues along with psychosocial problems are core issues for several diagnostic children groups, it seems important to understand better the processes involved in these beneficial outcomes. We analyzed three non-mutually exclusive moderation effects on memory improvements (EF, socioemotional competence, and pharmacological profile).
Analysis showed that of the three effects, it was the EF moderation effect that was significant. More specifically, results showed that using a CBT intervention, which incorporates specific strategies to improve memory, using metacognitive strategies and strategies that are rooted in EF, does not necessarily improve EF. Apparently, EF may have supported memory intervention particularly in those with weaker EF skills, thereby supporting the EF moderation path in memory improvements in pharmacoresponsive epilepsies (Figure 1) .
This finding may point to the notion that EF potentially plays a moderating role in CBT in pediatric populations. Contemporary research in neuropsychology, cognitive neuroscience, and clinical psychology has proposed that preserved EF facilitates the successful use of CBT in adults (81, 82) .
Until recently, it was suggested that CBT might be less beneficial at young ages and in pediatric neurological populations, such as those with ADHD, given their immature EF abilities (83, 84) . Current data demonstrate that in older children (9-14 years of age) who suffer from EF deficits (7, (23) (24) (25) (26) , and in children suffering from anxiety and depression (72, 75) CBT can be effective. Our study, therefore, adds to the literature by pointing to the relevance of CBT associated with a rehabilitation program for children with epilepsy. Also, this study may underscore the role of EF in pediatric CBT and may point to the importance of EF in therapeutic interventions in children older than 9 years of age, even if they suffer from comorbid neurological deficits, including difficulties in setting goals and self-regulation impairments, which are quite prevalent.
A unique element of this study was its group intervention setting for children with epilepsy. The preliminary findings may suggest a need to widen protocols for treating psychosocial status among children with epilepsy by offering cost-effective means such as group therapy. Group therapies are thought to provide exposure to coping/problem-solving skills of peers who confront similar challenges, healthy attitudes, and peer support; thus, enabling mitigation of maladaptive strategies through mentoring and well-regulated peer feedback (70, 85, 86) . Also, group sessions allow one to learn from the experiences of others, to better understand how to interact with people, and may serve as an initial friendly social network (46) . Along with the benefits noted above, the group setting enabled a safe space in which to discuss one's unique epilepsy and its impact on one's personal life. In this regard future studies exploring group format efficacy in a neurological population and epilepsy specifically, are recommended.
limitations and Future Directions
In considering the implications of the current study, it is important to consider its limitations. Future work may include a larger sample size with a non-treated control group. Also, studying intervention efficacy on different neurological groups with memory deficits seems necessary to study protocol sensitivity and specificity. Results point to the role of EF in improving verbal memory in this population. Future work may focus on language skills in this regard as well. Also, the intervention protocol included several compensating techniques that triggered prospective memory tasks. A clinical gap exists in tests for prospective memory, with no established means other than by self-report. Adding tools, such as Neuropage© or smartphones to the intervention may provide additional important data concerning specificity and generalization of the reported effects. Finally, interventions with children are recommended to address family issues, as the family often experiences stress associated with the child's condition (87) . Thus, adding estimations for parental support may be highly useful.
conclusion
This feasibility study indicates that a structured therapeutic rehabilitation program for a heterogeneous group of children with pharmacoresponsive epilepsy may improve both memory (visual and auditory verbal) and psychosocial aspects (sense of optimism and self-efficacy), using a cost-effective group setting. Additionally, results point to EF importance in memory rehabilitation, underscoring the importance of examining EF ability in intervention candidates and supporting EF abilities to ensure greater gains. Pending replication, current analyses underscore the benefits of considering and incorporating both cognitive and psychosocial modules; further, the analysis accounts for executive abilities in interventions models for children with epilepsy.
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